To the Editor-Perno et al. [1] report that the number of pretherapy secondary mutations in human immunodeficiency virus (HIV) type 1 protease and the combination of mutations at codons 10 and 36 are associated with poorer outcome for patients commencing protease inhibitor (PI)-based combination antiretroviral therapy (CART). We have a number of concerns relating to these findings.
The statistically significant association of the M36I polymorphism with virologic failure is important, since this polymorphism is highly prevalent in African viruses (subtypes A, C, and D). Other polymorphisms at codons 10, 20, 63, 71, 77, and 93 are also not uncommon. A major implication of the work by Perno et al. [1] is that African patients will do less well on PIbased CART, and, accordingly, it would have been of interest to see subtype data, since many of the isolates with secondary mutations are likely to have been from African patients.
We recently presented data that show that the early virologic and immunologic responses of African and European HIV-positive patients are almost identical [2] . For example, Kaplan-Meier estimates for the proportions achieving virus undetectability by 6 months were 81% for both the European and African groups. The absence of effect of ethnic group persisted after controlling for baseline virus load, baseline CD4 cell count, and drug class in a multivariate Cox regression analysis (P ¼ :5). African and European patients appeared to be equally susceptible to virologic inhibition produced by CART, despite the presence in the African cohort of many of the secondary polymorphisms described by Perno et al. [1] .
In addition, we sequenced virus isolates from African patients at baseline and also at the point of CART failure. No association with poorer outcome was found with either total numbers or the presence of individual baseline secondary protease mutations prior to therapy, including at codons 10 and 36 [3] . Further analysis looking at combinations of mutations at baseline showed no association with poorer outcome for patients undergoing PI-based therapy.
Although Perno et al. [1] acknowledged the absence of sequence data from patients in whom therapy failed, they understated the significance of this omission. Patient noncompliance is a major cause of virologic rebound on CART, and without evidence of drug pressure, as indicated by new resistance mutations, the reason for failure remains speculative. In our study, only 50% of the African patients with virologic rebound developed resistance-associated mutations at the point of failure. This suggests that management of adherence is the key issue rather than preexisting polymorphisms.
The findings of Perno et al. [1] are theoretically plausible, and the potential impact of baseline secondary protease mutations is a major concern. However, we suggest that, when considered with our own findings, the case for associating baseline secondary PI mutations with therapeutic outcome remains unproven. 
